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DECLARATION OF CATHERINE CASTAN 

1 . My name is Catherine CASTAN. 

2. I have been an employee of Flamel Technologies, S.A. since 1992. 

3. My position at Flamel Teclmologies, S.A. is Director of Research and 
Development in Oral Dosage Forms Department. 

4. I have a Ph.D. in Polymer Chemistry* 

5. I have worked in the ai*ea of pharmaceutical compositions for 23 years. 
6* I consider myself to be one of skill in the art of oral pharmaceutical 

compositions for delayed and controlled release of active principles. 

7. I reviewed the office action mailed October 26, 2010 for U.S, Application No. 
10/826,690. 

8. I also reviewed Li et ai (US 2003/0035840), the reference cited by the 
Examiner in the 35 U.S.C. § 103(a) rejections, 

9. I noted that Li-, in example 1> is preparing coated pellets starting from inert 
cores with size of 30-35 mesh. It is straightforward to calculate the final diameter of the 
obtained coated pellets as follows: 

1 0. The structure of the coated granules described in Li is depicted in figure 1 
below, A thick layer containing the drug substance is deposited onto an inert core of diameter 
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RO f ■liiertcoro''), IWs gramile is covered by a coating that eontVols tiie mtea^^ erf the dtug^ 
leadmg to a coatM gmnuie of diam^er R2 
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[n?n core DrLig:lo3:d«d!aV^F 

1 i . Below I eaiculated the dia^in<^ter of the coated pellets of Li and sho wed that the 
diameters of the^ coated peJlets ate greater than th^e particle diaipajeters claj juried in this 
appiiaation, 

1 1. The ctiieftisttiaas are teased oe elemeM^ty geomc5tric coiisideratiOjas justified by 
the $pherica:l shape of the iiiert core (See hi paragra|)h at 0(J54) ahd ^xmi the data disclosed m 
tlie ex<iiiiple 1 of Li. 

1 3 , T0 calqulate ^le diameter of coated pellets aepordiiig to Li, I first set the 
following vadables: 

a. Mq is the mass (m kg) of the iriett carder with specific weight (iti kg/ni"^) 

b. Rq is the radius of the inert carrier (in hi) 

c. Mj is the mass of active plus additives deposited onto the iiiert carrier and pi 
the specific mass (in kg/m"^) of this drug loaded layer 

d. E | h tim riidius of the drug contain ing granule (in tn) 

e. M 2 is, the mass of coating with a specitic weight p 2 (kg/h)'^)« and 
t R2 is the vMivs of the coated granule (in m) . 

14, The number of h^ads wiis given by: 

15, The mass of dr ug per particle , mu and t he mass of coating per paiticie^ ma^ were 
gi ven by ; 



16, Vmm. ejementmy g^offi^^ 

m5-^Pi[Rf- R|] Had nij ^^PajR-l ~ ) 
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17, Finally the mdi iis Ea of the partiGle was givea by: 
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whmc mi and mi wtt^ grvm hy (11 ^iid (2) , 



18, Tho specific wc^ight of the sugar spheres was p(f" 1580 g/L (ciemity iJS)': The 
law containmg the drag substance was deposited hy spray coating, and its specific weigM pi 
was assiiBied to be igqual to 1200 g/!itcr (density = 1 .2). Similai'iy, the specine weight of the 
cqatiiig p a was assumed to be eqiiai to 1Q00 g/iiter (density = 1). Spray e^sating proGesses 
genemliy lead porous layers, with low apparent density, Howe^er^ the porosity has been 
negieqted to ciilieaiate the niinijmiuiv si^e of the c<5ated granules disclosed by Li 

19. T^hl0 i> below, ^shows the calculated diameter of the coated pellet fl^r U^ 
B^anipfe I . A3 a result fee dimiieter m micixms was 1 900 }.im, 
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20. 1 deckre th^t all statettiems made^ Dvs^r knowtedge are tr^e aiiq all statpBcnt 
made on inftjOT and belief ate believed to be true. I xjiMkp thl$ d^qlaratw with the 
uriderstahdihg that wili&l false statehieMs and the like as^ piuitishable by fme or 
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iitiiprisoiiiii^nt or both (18 tI;S.C. lOQl) aiid Jiiay jeopaix^ iM "vMMy otth^p^^^tM 




Catherine Date 



* ef, Hsr^dbook of PharmBeeutiGsi Exdpients> Bfth EaJtion, page 7S2 
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